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t6w WClqZ pozostaje w obserwacji.
U 4 chorych w momencie wtqczenia
do terapii istniaty masywne przerzuty, czas
przezycia w tych przypadkach wynosit
3 lub 4 miesiqce. W grupie z wyci~tymi
makroskopowymi przerzutami sredni czas
przezycia wynosi 20 m-cy (od 8 do 50).
222.
RESULTS AND TOXICITY OF IMMU-
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COMBINED WITH BRAIN META-
STASES IRRADIATION IN MELA-
NOMA PATIENTS
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Brain metastases are associated with
poor prognosis. Median survival of such
melanoma patients is 4 month. Standard
treatment comprises palliative radiation
therapy or palliative excision of solitary
metastases in selected patients. Only
patients with resected solitary metastases
live a few months longer. The aim of this
study was to asses results and toxicity of
combined treatment with GMTV and
irradiation in melanoma patients, who
developed brain metastases. Since 1996
in Department of Cancer Immunology
Great Poland Cancer Centre a group of
250 melanoma patients was treated with
GMTV consisted of allogenic melanoma
cell lines Mich1 and Mich2 modified with
IL-6 and .sll-6.R genes or fu.s.iongene lL-
6/sIL-6R. All patients were stage III and IV
(AJCC). Before or during the immunization
22 patients presented symptoms of brain
metastases. All patients were irradiated
with the doses 30-39 Gy, using 3
Gy/fraction, 5 fractions/week. Toxicity and
clinical results (CT, OS) were evaluated. In
part of patients CTL and NK cytotoxicity
and Th1 vs. Th2 profiles were evaluated in
vitro. Side effects of irradiation were
tolerable, 0-2 degree according to WHO
criteria (standard dexamethasone treat-
ment in all patients). There were no radia-
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tion encephalopathy or radiation necrosis.
In 12/22 patients stabilization or partial
remission were observed. Overall survival
measured from brain metastases diagno-
sis ranged from 2 to 20 months. Median
survival was 9 months. In 12 responder
patients median survival was 13 months,
ranged from 7 to 20 months. In 10
remaining patients median survival was 4
months. There were no differences in CTL
activity but we noticed changes in NK
activity and Th1/Th2 ratio (pooled in Th1
direction) after irradiation. Radiotherapy
combined with GMTV compared with
radiotherapy alone prolongs survival in
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Sarcomas and solid tumors account
about 30% of children malignancies.
Among soft tissue tumors Rhabdomyosar-
coma (RMS) is most frequent neoplasm.
Some sarcomas and solid tumors of
childhood belong to the very diagnostically
difficult group called "small round cell
tumors". MyoD1 and Myf-3 genes products
are very promising markers of tumor
myoQjIDic di.fferentiation. 65 formalin-fixed
and paraffin-embedded tissue sections
from cases diagnosed in the Laboratory of
Pathology Institute of Pediatry, Medical
University of Lodz were selected for our
study. There were 30 cases of RMSs
(4 botryoid, 16 embryonal, 8 alveolar,
2 solid), 10 cases of neuroblastomas,
5 cases of pPNETs and 5 cases of
synovial-tenosynovial sarcomas, as well
as 5 cases of Wilms tumors. For immu-
nohistochemistry we applied antibodies
against MyoD1 and Myf-3 gene products,
against sarcomeric actin, desmin, myo-
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globin, SMA, WT1 and NSE i NB84
(Neuroblastoma marker) and also MiC2,
EMA, MC, CD34 and VIMENTIN.
All RMSs. showed nuclear expression
of products of both MyoD1 and Myf-3
genes. Immunopositivity for desmin was
observed in some cells of highly
differentiated mostly embryonal RMSs.
cells. Expression of SMA was seen in
some RMS cases and myoglobin and
sarcomeric actin expression were found
only in some highly differentiated RMSs.
We observed abberant (cytoplasmic or
perinuclear) WT1 expression in singular
RMS cases and non-nuclear coexpression
of MyoD1 and Myf-3 proteins in a few of
other (non-RMS) sarcomas. Our results
showed that products of MyoD1 and Myf-3
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Mimo zach~cajqcych wynikow immuno-
terapii guzow nowotworowych w modelach
zwierz~cych, podobnych osiqgni~e nie ob-
serwuje si~ w badaniach klinicznych.
Jednq z przyczyn tej rozbieznosci moze
bye uposledzeniQ uktaduodpomoscio-
wego towarzyszqce zaawansowanej cho-
robie nowotworowej. W celu wykazania
immunosupresyjnego dziafania guzow
nowotworowych opracowalismy model
oparty 0 komorki glejaka mysiego GL261.
Iniekcja komorek GL261 myszom szczepu
C57BU6 prowadzi do pojawienia si~
po okafo 30 dniach wolno rozwijajqcych
si~ guzow nowotworowych. Wykonana
w tym czasie analiza czynnosciowa
komorek NK wykazafa znaczne obnizenie
aktywnosci cytotoksycznej tych komorek.
S294
Co wi~cej, myszy z ledwo wyczuwalnymi
guzami nowotworowymi byfy cafkowicie
niezdolne do wytworzenia odpowiedzi
humoralnej i komorkowej po podaniu silnie
immunogennych antygenow jak biafko L1
wirusa brodawczaka ludzkiego HPV-16
oraz rekombinowane adenowirusy kodu-
jqce antygen E7 HPV-16. Wyniki te wska-
zujq, ze dfugotrwata obecnose w organiz-
mie komorek nowotworowych moze pro-
wadzie do znacznego, czynnosciowego
uposledzenia uktadu immunologicznego.
A zatem, towarzyszqcy chorobie nowotwo-
rowej stan immunosupresji moze w zna-
cZqcym stopniu utrudnie lub uniemozliwi6
aktywnq immunoterapi~ guzow nowotwo-
rowych. Praca zrealizowana w ramach
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Zatozenia i cel pracy: Leczenie zaa-
wansowanego czerniaka ztosliwego jest
nadal pow8:Znynlproblemem klinicznym.
Ze wzgl~du na potencjalnie immunogenny
charakter czerniaka, podejmuje si~ pr6by
r6i:nych form immunoterapii. W Zakfadzie
Immunologii Nowotworow Akademii Medy-
cznej w Wielkopolskim Centrum Onkologii
prowadzone Sq badania nad nowq szcze-
pionkq antyczerniakowq opartq 0 alloge-
niczne, genetycznie modyfikowane ko-
m6rki czerniaka. Celem pracy byta analiza
swoistej odpowiedzi immunologicznej
na antygeny nowotworowe czerniaka
u chorych leczonych GMTV.
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